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DETAILED ACTION 

Claims 1-20 are pending in the application. 

Election/Restrictions 

1 . Applicant's election of Group I in Paper filed March 2, 2004 is acknowledged. 
Because applicant did not distinctly and specifically point out the supposed errors in the 
restriction requirement, the election has been treated as an election without traverse 
(MPEP§ 818.03(a)). 

2. Claims 1 and 4-20 are rejected as being drawn to an improper Markush group. 
The recited compounds, while possessing a common utility, differ widely in structure 
and are not art-recognized equivalents and are thus, independently distinct for the 
reasons set forth in the restriction requirement. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

3. Claims 1 1-20 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter, which 
was not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. In evaluating the enablement question, several factors are to be considered. 
In re Wands, 8 USPQ2d 1400 (Fed. Cir. 1988); Ex parte Forman, 230 USPQ 546. The 
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factors include: 1 ) The nature of the invention, 2) the state of the prior art, 3) the 
predictability or lack thereof in the art, 4) the amount of direction or guidance present, 5) 
the presence or absence of working examples, 6) the breadth of the claims, and 7) the 
quantity of experimentation needed. 

The nature of the invention in the instant case, has claims which embrace 
substituted piperidines. The instant compounds of the formulae wherein the 
substituent of the piperidine ring is an optionally substituted Indanone. 

HOW TO USE: Claims 1 1-20 are to a method of treating a disease, which is 
associated with acetylcholinesterase. Any evidence presented must be commensurate 
in scope with the claims and must clearly demonstrate the effectiveness of the claimed 
compounds. The scope of the method claims are not adequately enabled solely based 
on its inhibitory effect on the acetylcholinesterase receptor provided in the specification. 
Diseases and/or disorder(s) known to be associated with acetylcholinesterase receptors 
include senile dementia of the Alzheimer's type. The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
use the invention commensurate in scope with these claims. It is difTicult to treat many 
of the disorders claimed herein. Instant claim language embraces disorders not only for 
treatment but for prevention which is not remotely enabled. It is presumed in the 
prevention of the diseases and/or disorders claimed herein there is a way of identifying 
those people who may develop Alzheimer's, etc. There is no evidence of record, which 
would enable the skilled artisan in the identification of the people who have the potential 
of becoming afflicted with the disorders claimed herein. 
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No screening protocol(s) are ever described. Thus, no evidence of in vitro 
effectiveness is seen in ttie specification for one of tiie instantly claimed piperidine 
compounds. In general, phamiacological activity is a very unpredictable area. In cases 
involving physiological activity "the scope of the enablement obviously varies inversely 
with the degree of unpredictability of the factors involved." In re Fisher, 427 F.2d 833, 
166 USPQ 18 (CCPA 1970). Since this case involves unpredictable in-vivo 
physiological activities, the scope of the enablement given in the disclosure presented 
here was found to be low. 

The specification has only two working examples on the use of the substituted 
piperidines, etc. There must be evidence to justify the contention that the claimed 
compounds can be useful in the treatment of "senile dementia, cerebrovascular 
dementia or attention deficit hyperactivity disorder". 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter, which the applicant regards as his invention. 

4. Claims 1-20 are rejected under 35 U.S.C. 112, second paragraph, as being 

indefinite for failing to particularly point out and distinctly claim the subject matter which 

applicant regards as the invention. The following reasons apply: 

a) Claim 1 and claims dependent thereon are vague and indefinite in that it is 
not l<nown what is meant by the period at the end of the fourth line. 

b) Claim 1 and claims dependent thereon are vague and indefinite in that it is 
not known what is meant by the capital letter at the beginning of the fifth line. 
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c) Claim 2 and claims dependent thereon are vague and indefinite in that it is 
not known what is meant by the definition of and m which is stated as being 
"as defined above", however, they are not defined within the claim. 

d) Claim 6 and claims dependent thereon are vague and indefinite in that it is 
not known what is meant by the definition of A, R^ and q which is stated as being 
"as defined above", however, they are not defined within the claim. 

e) Claims 11-14 are vague and indefinite in that the terminology "a 
medicament" does not clarify whether the claim is limited to a compound, 
composition, or even complex composition. 

f) Claim 13 is a substantial duplicate of claim 1 1 as the only difference is a 
statement of intended use, which is not given material weight. Note In re 
Tuominen 213 USPQ 89. 

g) Claims 1 1 -20 are vague and indefinite in that the claim provides for the 
use of claimed compounds, but the claim does not set forth any steps involved in 
determining which are the disorders capable of being treated by modulating the 
activity of acetylcholinesterase. Determining whether a given disease responds 
or does not respond to such an inhibitor will involve undue experimentation. 
Suppose that a given drug, which has inhibitor properties in vitro, when 
administered to a patient with a certain disease, does not produce a favorable 
response. One cannot conclude that specific disease does not fall within this 
claim. Keep in mind that: 
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A. It may be that the next patient will respond. No pharmaceutical has 
100% efficacy. What success rate is required to conclude our drug is a 
treatment? Thus, how many patients need to be treated? If "successful 
treatment" is what is intended, what criterion is to be used? If one person in 10 
responds to a given drug, does that mean that the disease is treatable? One in 
100? 1,000? 10,000? Will the standard vary depending on the current therapy 
for the disease? 

B. Itmaybethatthe wrong dosage or dosage regimen was employed. 
Drugs with similar chemical structures can have markedly different 
pharmacokinetics and metabolic fates. It is quite common for pharmaceuticals to 
work and or be safe at one dosage, but not at another that is significantly higher 
or lower. Furthermore, the dosage regimen may be vital -- should the drug be 
given e.g. once a day, or four times in divided dosages? The optimum route of 
administration cannot be predicted in advance. Should our drug be given as a 
bolus iv or in a time release po formulation. Thus, how many dosages and 
dosage regimens must be tried before one is certain that our drug is not a 
treatment for this specific disease? 

C. It may be that our specific drug, while active in vitro, simply is not 
potent enough or produces such low concentrations in the blood that it is not an 
effective treatment of the specific disease. Perhaps a structurally related drug is 
potent enough or produces high enough blood concentrations to treat the 
disease in question, so that the first drug really does fall within the claim. Thus, 
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how many different structurally related Inhibitors must be tried before one 
concludes that a specific compound does not fall within the claim? 

D. Conversely, if the disease responds to our second drug but not to the 
first, both of which are inhibitors in vitro, can one really conclude that the disease 
falls within the claim? It may be that the first compound result is giving the 
accurate answer, and that the success of second compound arises from some 
other unknown property, which the second dnjg is capable. It is common for a 
drug, particularly in analgesics, to work by many mechanisms. The history of 
psychopharmacology is filled with drugs, which were claimed to be a pure 
receptor XYX agonist or antagonist, but upon further experimentation shown to 
effect a variety of biological targets. In fact, the development of a drug for a 
specific disease and the determination of its biological site of action usually 
precede linking that site of action with the disease. Thus, when mixed results are 
obtained, how many more drugs need be tested? 

E. Suppose that our drug is an effective treatment of the disease of 
interest, but only when combined with some totally different drug. There are for 
example, agents in antiviral and anticancer chemotherapy, which are not 
themselves effective, but are effective treatments when the agents are combined 
with something else. 

Consequently, detemnining the tme scope of the claim will involve 
extensive and potentially inconclusive research. Without it, one skilled in the art 
cannot determine the actual scope of the claim. Hence, the claim is indefinite. 
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h) Claims 1 8-20 provides for tlie use of the compounds of formula I, but, 
since tine claim does not set forth any steps involved in the method/process, it is 
unclear what method/process applicant is intending to encompass. A claim is 
indefinite where it merely recites a use without any active, positive steps 
delimiting how this use is actually practiced. 

Claim Rejections - 35 USC § 101 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, nrachine, manufacture, or composition of 
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the 
conditions and requirements of this title. 

5. Claims 18-20 are rejected under 35 U.S.C. 101 because the claimed recitation of 
a use, without setting forth any steps involved in the process, results in an improper 
definition of a process, i.e., results in a claim which is not a proper process claim under 
35 U.S.C. 101. See for example Ex parte Dunki, 153 USPQ 678 (Bd.App. 1967) and 
Clinical Products, Ltd. v. Brenner, 255 F. Supp. 131. 149 USPQ 475 (D.D.C. 1966). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Brenda Coleman whose telephone number Is 571-272- 
0665. The examiner can normally be reached on 9:30-6:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mukund Shah can be reached on 571-272-0674. The fax phone number for 
the organization where this application or proceeding Is assigned is 703-872-9306. 
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Information regarding the status of an application may be obtained from the 
Patent Application information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more Information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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Primary Examiner Art Unit 1624 

May 11,2004 



